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Because of the considerable preclinical literature indicating that CRF, administered 
intracerebroventricularly or injected directly in various CNS areas, produces effects similar to 
many of the signs and symptoms of depression (e.g. r decreased appetite, altered locomotor 
activity, disrupted sleep, decreased libido), a number of investigators have sought to test the 
hypothesis that CRF is hypersecreted in depressed patients. Neuroendocrine challenge 
studies utilizing the CRF stimulation test, metyrapone and RU486 have all provided evidence 
for CRF hypersecretion in depression. This presentation will review several studies from our 
group and others in which CSF concentrations of CRF have been measured in drug-free 
depressed patients. The findings, taken together, indicate that moderate to severely 
depressed patients exhibit elevated CSF CRF concentrations which are reduced after 
treatment with antidepressants (desipramine, fluoxetine) and electroconvulsive therapy. 
Post-mortem studies have revealed a reduction in the number of CRF binding sites in the 
frontal cortex of suicide victims when compared to controls, i.e., CRF receptor down 
regulation, presumably a response to central CRF hypersecretion. Ongoing studies 
measuring CRF signal transduction and CRF binding protein in post-mortem tissue will also be 
described. These findings have served as an impetus for the development of CRF receptor 
antagonists as putative antidepressants. 

Supported by NIMH MH-42088. 


Source: https://www.industrydocuments.ucsf.edu/docs/lhwbOOOO 



